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twomRft*^ > * >f ' * * T * * * * tt iefta^m-e 
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£#»S**t*£fc ##^^1 2« , CTGF T>^*^*y 

rf 51 * V * * K*«CTGflfcfffc J: 0 TGF- /? |H»^ a 9 - ^ >*«#*MBI * M - 
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fc*CLfc*****Lfc #Nf^mi6#M) o f£TGF-/?WGF«o 

■caw****** iai39-rv»it hjE#*-ctt»»#ft<, mmMv&*t 

i)Il3 7-r^»'Mt^i («Atf, 8#M) %t\ 

FGK (Fibrogenic GPCR in kidney) l±2001#Ul*#$tt^GPR91i:B-O*-7 
T^GPCRT?** ##W*ftl 9 MO o KMW91, -7**GPR9m^ 

%O*ntt**t-CV»4 0 libCTOlttimfc^*^*^***- v*XGPR91 

flWWt*l#lS) ^ GPR91fc^+*G* 

[0 0 0 3] 

l^tf 1] 

iMW0 9 7/2 0 0 4 5t^/7V7 > 

MMfcJ0fc 2 ] 

SI^<Zr^W0 9 7/2 4 9 2 9f^7V7 h 
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SH&HWO0 0/2 2 1 3 l^>7l/7 h 
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England Journal of Medicine) J. (*H) > 1 9 
8 2*. ^3 0 7^> p. 652-659 

Journal of the American Society of Neph 
rology) J > C*H> * 1 9 9 6***7*. p. 2 4 9 5-2 5 0 8 

rf .^_ t)V .^.^iny*;V^^F^ (The Journ 
al of Biological Chemistry) J > (*H) > 1 9 8 
7*. m2 6 2m. P. 6443-6446 

Journal of the American Society of Neph 
rology) J ^ <*■) , 1999^^10^ p. 7 9 0-7 9 5 

p*^*- (Nature) J , (*■) > 1 9 9 0*, *3 4 6*. p. 3 
7 1-374 

[>K~- • "f >*-^va^A- (Kidney international 
) J . (*H) > 1 9 9 6^f5 0i, p. 14 8-155 
[*4MfcJ0K 7 ] 

fiM ^_ (Nature) J , (*H) . 1 9 9 2*, i3 6 0i, p. 3 

6 1-364 
l^#fr^m8] 

• 4 ^jr-i-i/aj-* (Kidney international 
) J , (#ffl) . 2 0 0 1^*60*, p. 1745-1755 

(Nature) J , GMD > 1 9 9 2*. I3 5 9t, p. 6 
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9 3-699 

[> K -_ . ^y^-^-va^^ (Kidney international 
) J , (*®) , 2 0 0 0^^58^ P. 1 3 8 9- 1 3 9 9 

'r*V**9- -;Mtnv- .^.f -^(Molecular Bio 
logy of the Cell) J, <*■) . 1 9 9 3**4*, p. 6 
3 7-6 4 5 

r¥ . c^-^v . *y • >f >^f^f ^tO' • Y n v- (T h e 

Journal of I n v e s t i g a t i v e D e r m a t o 1 o g y ) 
J > (fl), 1 9 9 6^il07t, P- 4 0 4-4 1 1 
Wlrttl 31 

r^.x?!^^-^"^-^ (The FASEB Journal 
) j , (*B) > 1 9 9 9* * 13*. P- 1 7 7 4- 1 7 8 6 

wtmx*. 1 4 1 

|>F~- ^>^-tv3t^ (Kidney international 
) J . (#H) > 1 9 9 8* I53t, P- 8 5 3-8 6 1 
MWXK l 5 ] 

Journal of the American Society of Neph 
rology) J> (*■) * 2 0 0 1**12*, p. 4 7 2-4 8 4 
[^»f 1 6] 

|> K ~- -r^-tvatJV (Kidney international 
)J, (*B) , 2 0 0 0* 15 8^ p. 1 3 8 9- 1 3 9 9 

. it&ffiXML 1 7 ] 

[>K~- • fa** (Kidney international 

) J . (#B) > 2 0 0 2* *6 2*. P. 13 7-146 



mSE#2 003-3093739 



2002-298958 ^ ^-v : 7/ 



rf .^_ t; p.^.^j^;v.^W^^>3> (The Jo 
urnal of Clinical Investigation) J > (*B 
) , 1 9 9 4#, §93^ p. 5 3 6-5 4 2 

mmfrxm 1 9 ] 

r c;^ t;V .t7'^l/^a7--^tDv- (Journal of Mo 
1 ecu 1 a r Biology)], (*B) , 2 0 0 1^ ^3 0 7^ p. 

7 9 9-8 1 3 

[0 0 0 4] 

mmtfMVk L£7tir2> mm] 

[0 0 0 5] 

***>*K«*H**R-r* - * £ * *crcFftS»«^*^< 

[0 0 0 6] 

(1) @B^#^2^$tt^T5-/mBBW^^*^ 1 ^^^ **v*ttBW 
if/XttftX^ttfcT^^WEW*^ C TGF7 p n*-*-£i£14'ft:-r& 
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(4) c»r^tffi» E^jffie^wr^We^^ 

>5-e*4G8fiR*^* Itv^ MM 2 lcflB*olBIB fc , WMb* 
!IIB*ftrtfcS*t*M** 1 ^ Koffitt^fc*^«fi-*I« 

(5) Tat:^*-^-*^**^^*^** 1 3©ENA*«atTV»«M 

[0 0 0 7] 

jar, *»we«ffl** L *fflWK:ogRwr*o 

*W«»fC«ffl**t* TFGKJ «i TFGKge«J *> K^^T^Xh 
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lk#i; ^^f- ki:± *|W«ttftft*-r*S**«B+* 

»± »#fc»«u-ciftrt^5'^tii« • ansa** L-c«tt-r*«e 

[0 0 0 8] 

< * * y ~ - y ? y ;v > 

( 1 ) # V t-fT Kfi**£ft*** ^ i; - - > - ;v 
2) WH«-2t?***t*T5yWBWKi^-C. l~10ffl©T 

mmx-tit******')**-?** car, «*»«mrw^*-*-*> 
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ntt, ffit< i*9o«ja±, ^ftL< »95%a±^ t < ttsausui 

14, Clustal program (Higginsi: Sharp. Gene. *73*. f£237-244Jt. 1998^ ; 
Thompson*. Nucleic Acid Res. , *22*. ^4673-4680K. 1994^) 

Pairwise Aliment Parameters t LX 
K tuple 1 
Gap Penalty 3 
Window 5 
Diagonals Saved 5 
[0 0 0 9] 

xzz&mxv^rv, tihFGK, mmmmMf^ wmm 

- *b # y p tc ^ t * »t * ******* 
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, «HB*fc*V*-C (variation) fctt, m-mrt*>m-»eftK:* 

*.«*£^v>Ttt, WtcHf^^ftv^, (Maniatis,T.<b, TMolecu 

lar Cloning-A Laboratory Manual] .Cold Spring Harbor Laboratory, NY, 1982 

U -) fc *ffiv>TPCRifcXt±'^ ^ ^ ^" * 3 c fc lr * 15 ^ 

#*W£*&3E*i!M&i£ (site-specific mutagenesis ;Mark, D. F. «b, Proc.Natl.A 
cad. ScL USA, 81, 5662-5666, 1984) KJ:^ Sfi»0«^*WU *®«^ 
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e r *^KRtm«-r * - 1 k * $ * ^ fc * ,-T? * * 0 

>«^Ittffei:foT^tS (Crantham.R. *>,Nucl 

eic Acids Res., 9, r43-r74, 1981) o 

B V »fc#y*9-*fc»Kfi> (PCR) ft (Saiki,R.K.<b, Science, 239,487-491, 
1988) «*K W^HtlSc mEOthOTOafelB***-*-*** 
XttftttfcfCtt. ^W4WKl:mi. MIS-/ 

* *■ k t eaw* 4 -c* $ tt £ ttftfsn * e> * * * ^ ^ * ^ * K fc 
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7 ^ 77 ^ f ^n7^77^f- X^^^ 0 ^^^ 7 ^" ( 
HPLC) « . 5gLO*^&> XttCl*L^fc**H*fc*»K 

-C**^t»fDW»fl^l CHAPS, Triton X-100, Xli* 



•e**. vrw=y ^a**^**-**** 5 ' • ^ 

fc*hn>e^B«E^tStttLfe##* f ** (Hayashi, M. K. W> 
Haga, T. , J. Biochem. , 1 2 0, 1 2 3 2- 1 2 3 8, 1 9 9 
6) o 

[0 0 10] 

( 2 ) ifflf^^li^ ^ ij - ^ > ^- 7 - ;v 
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o 



jft-r * >t «e> -r * 1 1 o -c * * «^3W J»tt . * * y - - y * ? - )vm *° ,; ^ 

«x.»f, ^lfXi±»ft (Saccharomyces cerevisi 

ae) > **v»ii. ^(D^mmm, *wmmmm m*.&* cmmm. h 

EK293»> X»±C0S«tt) X»±fiA«H& SfMWft) 

IJI5fi»«tL^[i> ■9-^W«Jft-e*&C0S*BII& (Gluzman.Y. ,Ce 

11,23,175-182,1981) . f^-X-M^-IW ((H)) O^t K* 
HflfcV^^ ^— tf^a* (Ui4aub,G.£0 f Chasin,L.A., Proc. Natl. Acad. Sci. USA 
,77,4216-4220,1980) , li M^B^Itft*HEK293«> **v»J±, H«IBHEK293lffl 
m^7'X H'/'^-f'f^EBNA-l ate? **X Lfc293-EBNA«U6 

^^uv^it^i^o friai&m^^^-^^ tr^ #iuts\ sv 

4 0 O^J^yn^e— ^ — tr^Ti"^>pSV2dhfr(Subramani,S. k.Mol. Cell. Biol. , 1,8 
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54-864,1981). t: h ^ftBi^n*- * - *^1-&pEF-B0S(Mizushima,S. 
Nagata.S., Nucleic Acids Res. , 18, 5322, 1990). XttiK h * * * ?u 
*-^-*^i-*pCEP4 K>^D^>ti) l^f^h^iJo 

■C, SV4 0«WBJ***U cos«c^v-Tg#ii^^-e*> i 9> Xfc. 

fflv^iWi,«itf, pME18S (Maruyama.K.&OTakebe.Y., Med. Iran 
unol., 20, 27-32, 1990) > pEF-BOS(Mizushima, S. &t>*Nagata, S. .Nucleic Acids R 
es. , 18,5322, 1990) . ~5L iipCDM8 (Seed, B. , Nature, 329, 840-842, 1987)** 

mrfS-^m^^ ^ — ti. Wii^ DEAE-Wh7>S (Luthman,H.^mta 
gnusson,G., Nucleic Acids Res., 11,1295-1308,1983) . ^it*;Vv*A-DNA 
*««tfe (Graham.F.L.Rtfvan der Ed, A. J. .Virology, 52, 456-457,1973) . iJ 
?-4->®:i)tfV-&%m (Lipofectamine;Gibco BRLtt) 4rfflv^^fe, 
li, n^VVXmim (Neumann, E. <b,EMB0 J. , 1, 841-845, 1982) *K£*K COS 

'J K* 3 - K-f &DNA*^frfl3L^ * - t^K, G418»tt^-^ - t L 

r«t6i-*neo«^*»Sl-r*ii:«>-e**^^--- pRSVneo(Sambr 
ookj. «b, TMolecular Cloning-A Laboratory Manual J ,Cold Spring Harbor L 
aboratory, NY, 1989) X (*pSV2-neo (Southern, P. J . » tfBerg, P. , J . Mo 1 . App 1 . Genet 
.,1.327-341, 1982)** 3 ■ h9^7x^U G418»tt0 3n--*aWi- 
^> fct:j -^ ^ ^ i; - - > ^ y - # t; K * £5fefc 0^1" & »*N6Jfc 

jjic, «^|BifcLT293-EBNMBA*fflv»**frKI*, HS^^-tt^ 
x^^>f > .^-^>f^O«WSjftt**U 293-EBNAIM^BB***^* 
£pCEP4 (r/efnyxVli) ^tW^u^^l^c 

* ? y _ - v ^ y _ ^mMtttt, mfcfctto a i a*? ft > 
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*fctt, RPMI-1640^Xt±^^^-yn#IE^-^^J^^ W 

M) ^WSCTWffJflL* CFBS) 

«Mt6i^*o 4*:, 293-EBNAffljao»#ttt^ 4*frJM* CFBS) * 

ol^t^tfc^' 3 ^^***^ (DMEM) ** > ** K1 
G418 * in x. =H£ffi a £ *«t? § & o 

^ i; _ - v ^ _ *«»«0Mlftli, * * y - ^ - * JB # V 
*Eft**. KW«16"C***t4T5yWEW (Asp-Cys-Gly-Leu-Phe) "C* 

MW&mmGmzxtLx*. a> gu x<* (2) 

^?V-=uyyv-)Vi% *° y F t±, Gioc*^o 5 T 5 y MAS* <b ft 
. Git****, fct, ^'J--^^M*'J^Ktt, Gi«>*fc* 

mifiGqi it 4 rcqo * * * y /<-<cis«w«tt**i- * ,J * yf * 
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10 0 1 1] 

mi !G* * y - - y y v - *° V * 7^ h\ X 14 7 9 U - - > ? - « 
**** * i i: **C i & o * * CTGF?) 7>n * - * - * ffitt 

«Wfct±, fcfcitliCa2«o»^cAIIP»OMl|-T?**o JaTfc 
2) imnK^lt*cillP«©Mfc*««fc^ FGKK*t^^>^-*^~ 

^tBi-^^fe (j^Tn gtp y sfg^sa&fc:^ »-r & ) 
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[0 0 12] 

1) Ca2+M1tffi:fr& 

^T^Kk, (ii) Cs^SiOT^yWEW^ iSWHl 6-C**tt*T^y« 
7f-KfcO**?***GWM**9 Gqi) i: **»RtTv»*|| 

(«*-«^ f u r a 2Xlif 1 u o 3*) * 
fflv*-c\ ^WtcC^4Wo«fls<rOTN-*£fc*>"t?**U Ca2+# 

.^^ T ^^-^-^n-r-f>l (API) I^Kfll«:#ALfcfltt£f\l OWM- 

Ca2+a«Wffl«fcl«ft«« k Ca2*fflfcffiffi«lfirt«>Ca 
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?s icau^i- & - 1 a* § * o 

[0 0 13] 

2) cAMPMItffi^ 

S»*fctt. cMM*ffifflmfclWMb^lllk tuIBcAMPM^ffiffl*ffl 

-T^o cMIP**«>*fttt, ifrJROcAliPfflfc* * h (T^y^tt^) * 

mircAMPS^J (CRE) *#ALfc*fE*] <D^mmfr%t*Z>ZtK£t) 

K ffi i- 4 £ k £ *> #£ift £ * o 
[0 0 14] 
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3) GIP7S»#SHfttti*i* 

ML£fflv>T. CIPrStt'frS (Lazareno,S.^tJ ? Birdsall > N.J.M.,Br.J.Pharmaco 
1.. 109, 1120-1127, 1993) tfllffi LT. FGK£*frt* W >^-^7 3*~* b T?** 

*5* t «ffl-r * - ^ * * • * * 1J - - * ^ 7 ~ * 1J y ^ K * 
mmm) &<> 

"Tft:b*>. ^^^--^^-y-^ffl^V^^F^^MM^, 20mmol/L-HEP 
ESCpH 7.4), lOOmmol/L-NaCK 10mmol/L-MgCl 2 , ^^50mmol/L-GDPyi^tm^tr 

7 ^ ^ ^ - H«ff -f ft OTP 7 S<*>Jft*H&tt Wy^V-va^r/^-lt 
«5&-f*o |«ft^#«Tt^»tft#*W4GTP7S»^1S:T*««^. FGK 

>Yu-)\,t LX, ^^j-^^^-^^^^^^t-Cv^Iil 
* ? rj - - > V v - # y * "T 9 ^" Wf&m L T ^ ft v>«LlH «r JB 
v>r m*©*fis*frft ^> WWMk^TWv^CIPrSft^ftT t ft 



[0 0 15] 
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* 7 l-FGK^^Hi3^^|iJ^6«J k#x. «btL^CTGFO-/n-e- * - £ 

^-a©^ *fiM#i"*BW»»l 3<7>DNA (CTGF7°o^-^-) t«Rttv»* 
i; - - > - * J8ML k lOJMfrfrto k ***** * XSXtf 

5&3S*»W"t & »R * * * 1 ^ - - y ^ * C k ^ g * ° 

& 0 ^^1:^-^- «*f bfftB t * *> % ^%mm z v *° - 9 - flMS 

J-a^fJ li. -»lifflv»fe*L*feo-C*^tf#HRS£S*tftv^ 

sm^ii^^w^v> 0 ^fl£if> ^r'jrh7^r/^* 

(D ^^ 7l - 3 _ ;V7Whr ^7x7-kW (CAT) . **/H& 
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_HEIS**KU v^-^-m^WW-t*****^*^^ 1 ^^ CTGF 

50**0. i ^maro***. crcF»a*»fii-*«stt**i-**« k i^**"*" 

[0 0 16] 

* U -^7-* ********** 
fc, FGKliW^M^-T^-^^^^^^^^^^ 0 

mitt*** i * ^FGK^CTCFyn*- * - tiSttti^R^ Ml^" 
m;V77 2 ? V (C0LIA2) yn*- * - *«tt<TM-* - t ^ 
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itii « L/:^ ^ 'J - ^ - iH* 'J ^^f FftiS^ 7, 
* V - r, > y y - ;v *t £ # * > W^M*?* ^^J-->^^^^ 

t>')T;V-y^b'J -«Hf (Terrett. N. K. <b , Tetrahedron, 51, 8135-8137, 19 
95) K.ZoX&b*it:it&mt> *>*v*»i, 77-y • f^^VfS (Felici 
,F.<b,J.Mol.BioL, 222,301-310,1991) ft JffclSffi LTflUfc* > • ^ 

( 1 ) FGK?£1»ft «r I" * * * ^ - - y 

( 2 ) raflraifi#*fli« LTCiGm»**M«"*Mt** 9 r-r 

( 3 ) C0LIA27°n * - * - *f Uffl LFGKitteSMfc *&tK blrZA* V ~=->7 
[0 0 17] 

( 1 ) FGKflH«flS *#» 

1) TOF f 3^i3^t^Ca2+aJt^^I^I*^^^t^^ Fttfc»1-*>f >><-*T=f 
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3 ) gtp y s^m *mm-fz> fgkic**i- * w wt- xr^f^^)-> 

1) Ca 2+ g[*^ 

o 

IC50*»1 OjuliaTOWK*. »4U<l±IC50* , l A iMJSlTO»K*. XKlff* U 
< I4IC50**0. 1 aiIUSITOM*, FGK'f >^^T^X.1> U«Rt4£ 

.j^vm^ti^ 1 1 x mm % m « * * * y - - > ^ 

& £ <h # & o 
2) cAMPM*? 
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-r a £ fc £ * <k fc u-r^ffl ««ft * * * y - - > ft z> - 1 w 

3) GTPyS^M^^ 

* J5 mmm &gtp y a»^oftT ft tin c * * v - - > £ - k § * ° 

t Lx^m urn*****) z^t 

[0 0 18] 

v# -^-jt^ft^^*CT(ff^n*-^-ftl&aur^*^^U-->^ 

t x. if mum twia*o r ? -t >f K6»f fr^fc Mtsitta^ 

«3©*ftT-CIC5<W* 1 0 /uliaTOMft, t < KHC50** 1 ^MttTO«Ht 
ft, JEfcjfr* L<»4IC50d*0. 1 /tilUSlTOWJRft, f^flttttffl^i 

[0 0 19] 

( 3 ) C0UA27U * - * - ft^'Jffl LFGK»tt»fbfc«« b"+&z>9V -—yy-fi 
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L C0LIA27°n * - * - **) ffl LTCK»ffi*Mt*«» 

f M OC0LIA27>n * - * - *5fllffi LFt»Stt*fl:**W fc1-***'J--> 
^fett, T micV^-^-«^^i-^C0LIA27'n^^^-^^L-C^ 

^ioV^-CCTCF7°n^-^-^^ i 9^C0LIA2 7'n^-^-^fflv^^i:^j: *) 

w^^fflftM*^^^--^^*-^*^** 0 **** 
»ki±, «««3^iro^jcj:0. ire**'; * k 

o*frTTMC5o# i o f.mromm, ** u < »±ic5o# i /^Towt*. 

[0 0 2 0] 

*t><0Tttfcv>o ft* 3 - tffcHrD***v>*<frli. (Maniatis, T. at 

al. TMolecular Cloning-A Laboratory Manual] .Cold Spring Harbor Laborat 
ory, NY, 1982^) fcfto T*Jfc!Tt6-e* * o 
[0 0 2 1] 
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71,- b LTPCR« D*»Ufco E0I#*3^ * *t* * ^ V*f - K* 

-X^^-tUfflv^ (-e-ttW05*5W^ttXbaI siteflHttDLT** 
) 0 ?CRt*DNA* 0 UP<:7-- b* (Pyrobest DNA Polymerase J ^ffi^tt) 5 
% DMS0W-C98 r (30#)/55 r (30*) /72 t ©») OiM »**30H 

ftbfc*. pEF-BOS-dhfr 79*5 V (Mizushima, S. and Nagata, S. (1990) N 
ucleic Acids Res., 18, 5322) tfflv»t^--^U. iiL/:^7^< 
K *pEF-B0S-dhf r-KKfc * W fc. * *tfc * n - > OttfcRfl * * '> * 
_ 5 *-*-ifefcj;l)ABI377 DNA Sequencer (T7?>f K^tvXT^Ii) 

998»©*-^>'J-r-f^7V-A (ORF) *t^. CH*fc*« 
*t& T 5 -/fftE^J (330 T < / SO *E^#*2H^i"o 
[0 0 2 2] 

KJCth ia39-^WT2f/^? MC0LIA2)7n*-*-* 
*V A DNA (Human Genomic DNA *tt> **fflWAfc*v>fc. CTGFT^ 

Ajjey ^ 9 _.g (Pfu turbo DNA Polymerase ; * b 9 * v~>*t) 94 
• C (2#) 94° C (30*» /58° C (300) ) /72° C (25» Ot^^t 

SSRM^U. CTGF7-n^-^-^iim-2kbp. COL^n* 



ffifE#2 003-3093739 



Ab; 2 0 0 2 - 2 9 8 9 5 8 ^ ^-v : 28/ 

D _ x ^ ;W CT^t. *VT>*9A (QIAquick Gel Extraction Kit; ^T^V 
tt) i*Lfe*ifflfcUTWKPCR*tfofe 0 crcF'/n*-^-*i« 

« *l**MHH * 5, & * * ij =T3i ^ V*^ K*«ffl t fc, ft ? * 

^c l ±BglIIB«^^WlIDtr**ora«DNA#V^9-* (Pfu turbo DN 
A Polymerase; *h* 94° C (2*) 94° C (30») 

/58° C (30m ) /72° C (25}-) ©IK * **30fiim>*Lfco *Ofc4HM 
jS»*l%T#n-**Vl'fc"C4M*U (QIAquick Gel Extract io 

nKit;^Ty>tt) KjpolRlffiglllK-CWflSt, 

•9 ABI3700 DNA Sequencer (T^7^ K^tvXfAXIi) -CfltfU BEfcCIG 
F - /n ^^^_ ge ^ij(Ge n Bank accession No. AU54866)Xl±C0LIA2-7°n*- * - 
ItfiJ (GenBank accession No. AF004877) k«U^->t*Wtt«t 

<0-1129bp^ + 24bp <B*I#*13) > X** hCOLI^n*- * -«>-337bp^ 
42ZbpOEfl**H> * S-^^^****'** 9 , **tWpCTGF 

- luc, pC0LIA2-luc IstZo 
[0 0 2 31 

(**«3) CTCFT-n*- 9 -&mX)LIA27n*- * - v#- * - 7 7*4 *«> 
24^;V7-V-h (24-well plate; T^W*?*** KHEK293M (ATCC 



ffifjE** 2003-3093739 



A(2 002-298958 



s<-y. 29/ 



1 9 x**fc91xl05«»-t?«iU-C3re-M«»B»«fc l*****»0.1,i 

gW v*-?-y?^5 Kxo«*-«).5A I g«>K Ko»w.6 / .g 

! 9 . 9 StO. 6, gi ft ( P cDNA3 - 1 ; * VK h ° 

.^yft) 4iiaTSi8Lfco FGK*Hr*-f pcDNAS. l-<H-»*tV*-*^ 

**tH*L «MMWttl».**fc9100^1**.-CW«Ufe. 

jmfce*»*raoM*#tt*«****» BLhwwe-, fgk.±ctcf7Wi 

10 0 2 4) 

Conkl in. B. R. * <«* (Nature, 363, 274-276, 1993) COCWWO 5 T 

* SiB5 7US (Asp-Cys-Gly-Leu-Phe ; E»#16"e*S ft* T 5 /BtS5 
51)) fc«*LT«4&L*a<£* (BIT, W«fl-t**-*) *^ KpEF 

-BOS-Gqi t*4U< 

*#K)4*»tt-Cfi. *-f24***<7W-h (24-well plate ITttf^ 
ifyXtt) ICHffi293M(ATCCi 9 A#)*10%4«e*itX9 J'*'*? 
-^*-«/hMJg»(DMEM)tc-C 1 »x**ft! lxl05ai)l&-C»aUT24*l9** 



tliK&2 003-3093739 



^2 0 0 2- 2 9 8 9 5 8 Q : 30/ 

fiXLtzUtf-*-??** KpSRE-luc (PathDetect™ SRE cis-Reporting Sys 
te*\*}>9 > 0.05^g^pEF-B0S-Gqi^ft^^0.5^gO^>FGK^ 

X 5 Kti-0. 6,g^7^7x^y 3 >l*iS (FuGENEG ; ^- V > **~ * 
**tt> *fflv>rate?»X*ffofc. FtSK«:«i-pcDNA3.1^^^-^**^ 

o FGK^mi^^^-^-mtt^±#^m^^tt7-o 4fc*<©«ttftfc*»t 

* m -r ft t> *> w*&Htim t l -c*/§ *mx * * * y - - * ^ * £ 

[0 0 2 5] 

**** * V +*i>*FGK&^***-*-* - * Ki i &CTGF 



[0 0 2 6] 

aT0B*WW>**** t< 2 2 3 >Kl±, [Artificial Sequ 
encej OfWI BHSWrcW** 3. 4, 9-1 

[0 0 2 7] 

SEQUENCE LISTING 



tiiliE# 2003-3093739 



2002-298958 — ^ 31/ 



<110> Yamanouchi Pharmaceutical Co. , Ltd. 

<120> Methods for screening an agent to treat renal failure 

<130> 3199SCA 

<160> 16 

<170> Patent In version 3.0 

<210> 1 

<211> 993 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(990) 

<223> inventor:Enjo, Kentaro; Kuromitsu, Sadao 



<400> 1 

atg gca tgg aat gca act tgc aaa aac tgg ctg gca gca gag get gec 
Met Ala Trp Asn Ala Thr Cys Lys Asn Trp Leu Ala Ala Glu Ala Ala 
1 5 



10 15 



ctg gaa aag tac tac ctt tec att ttt tat ggg att gag ttc gtt gtg 
Leu Glu Lys Tyr Tyr Leu Ser He Phe Tyr Gly He Glu Phe Val Val 
20 



48 



96 



25 30 



tUSE#2 003-3093739 
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^-v: 32/ 



gga gtc ctt gga aat acc att gtt gtt tac ggc tac ate ttc tct ctg 
Gly Val Leu Gly Asn Thr He Val Val Tyr Gly Tyr He Phe Ser Leu 
35 40 45 



144 



aag aac tgg aac age agt aat att tat etc ttt aac etc tct gtc tct 
Lys Asn Trp Asn Ser Ser Asn He Tyr Leu Phe Asn Leu Ser Val Ser 
50 55 60 



192 



gac tta get ttt ctg tgc acc etc ccc atg ctg ata agg agt tat gee 
Asp Leu Ala Phe Leu Cys Thr Leu Pro Met Leu He Arg Ser Tyr Ala 
65 70 75 80 

aat gga aac tgg ata tat gga gac gtg etc tgc ata age aac cga tat 
Asn Gly Asn Trp He Tyr Gly Asp Val Leu Cys He Ser Asn Arg Tyr 
85 90 95 



240 



288 



gtg ctt cat gee aac etc tat acc age att etc ttt etc act ttt ate 
Val Leu His Ala Asn Leu Tyr Thr Ser He Leu Phe Leu Thr Phe He 
100 105 I 10 



336 



age ata gat cga tac ttg ata att aag tat cct ttc cga gaa cac ctt 
Ser He Asp Arg Tyr Leu He He Lys Tyr Pro Phe Arg Glu His Leu 
115 120 125 



384 



ctg caa aag aaa gag ttt get att tta ate tec ttg gee att tgg gtt 
Leu Gin Lys Lys Glu Phe Ala He Leu He Ser Leu Ala He Trp Val 
130 135 I 40 



432 



miE# 2003-3093739 
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tta gta acc tta gag tta eta ccc ata ctt ccc ctt ata aat cct gtt 
Leu Val Thr Leu Glu Leu Leu Pro He Leu Pro Leu He Asn Pro Val 
145 150 155 150 



^-v: 33/ 



480 



ata act gac aat ggc acc acc tgt aat gat ttt gca agt tct gga gac 
He Tin- Asp Asn Gly Thr Thr Cys Asn Asp Phe Ala Ser Ser Gly Asp 
165 170 175 



528 



ccc aac tac aac etc att tac age atg tgt eta aca ctg ttg ggg ttc 
Pro Asn Tyr Asn Leu He Tyr Ser Met Cys Leu Thr Leu Leu Gly Phe 
180 185 190 



576 



ctt att cct ctt ttt gtg atg tgt ttc ttt tat tac aag att get etc 
Leu He Pro Leu Phe Val Met Cys Phe Phe Tyr Tyr Lys He Ala Leu 
195 200 205 



624 



ttc eta aag cag agg aat agg cag gtt get act get ctg ccc ctt gaa 
Phe Leu Lys Gin Arg Asn Arg Gin Val Ala Thr Ala Leu Pro Leu Glu 
210 215 220 



672 



aag cct etc aac ttg gtc ate atg gca gtg gta ate ttc tct gtg ctt 
Lys Pro Leu Asn Leu Val He Met Ala Val Val He Phe Ser Val Leu 
225 230 235 240 



720 



ttt aca ccc tat cac gtc atg egg aat gtg agg ate get tea cgc ctg 
Phe Thr Pro Tyr His Val Met Arg Asn Val Arg He Ala Ser Arg Leu 
245 250 255 

ggg agt tgg aag cag tat cag tgc act cag gtc gtc ate aac tec ttt 



768 



816 



ffilE# 2003-3093739 
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/^-v : 34/ 



Gly Ser Trp Lys Gin Tyr Gin Cys Thr Gin Val Val He Asn Ser Phe 

265 270 



260 



tac att gtg aca egg get ttg ggc ttt ctg aac agt gtc ate aac cct 
Tyr He Val Thr Arg Ala Leu Gly Phe Leu Asn Ser Val He Asn Pro 
275 280 285 



864 



gtc ttc tat ttt ctt ttg gga gat cac ttc agg gac atg ctg atg aat 
Val Phe Tyr Phe Leu Leu Gly Asp His Phe Arg Asp Met Leu Met Asn 
290 295 300 



912 



caa ctg aga cac aac ttc aaa tec ctt aca tec ttt age aga tgg get 
Gin Leu Arg His Asn Phe Lys Ser Leu Thr Ser Phe Ser Arg Trp Ala 

315 320 



305 



310 



cat gaa etc eta ctt tea ttc aga gaa aag tga 
His Glu Leu Leu Leu Ser Phe Arg Glu Lys 
325 330 



960 



993 



<210> 2 

<211> 330 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Ala Trp Asn Ala Thr Cys Lys Asn Trp Leu Ala Ala 
1 5 10 
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2002-298958 



^-v*. 35/ 



Leu Glu Lys Tyr Tyr Leu Ser He Phe Tyr Gly He Glu Phe Val Val 
20 25 30 



Gly Val Leu Gly Asn Thr He Val Val Tyr Gly Tyr He Phe Ser Leu 
35 40 45 



Lys Asn Trp Asn Ser Ser Asn He Tyr Leu Phe Asn Leu Ser Val Ser 
50 55 60 



Asp Leu Ala Phe Leu Cys Thr Leu Pro Met Leu lie Arg Ser Tyr Ala 

70 75 80 



65 



Asn Gly Asn Trp He Tyr Gly Asp Val Leu Cys He Ser Asn Arg Tyr 
85 90 95 



Val Leu His Ala Asn Leu Tyr Thr Ser He Leu Phe Leu Thr Phe He 
100 105 HO 



Ser He Asp Arg Tyr Leu He He Lys Tyr Pro Phe Arg Glu His Leu 
115 120 125 
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36/ 



Leu Gin Lys Lys Glu Phe Ala He Leu He Ser Leu Ala He Trp Val 
130 135 140 



Leu Val Thr Leu Glu Leu Leu Pro He Leu Pro Leu He Asn Pro Val 
145 150 155 160 



He Thr Asp Asn Gly Thr Thr Cys Asn Asp Phe Ala Ser Ser Gly Asp 
165 170 175 



Pro Asn Tyr Asn Leu He Tyr Ser Met Cys Leu Thr Leu Leu Gly Phe 
180 185 190 



Leu He Pro Leu Phe Val Met Cys Phe Phe Tyr Tyr Lys He Ala Leu 
195 200 205 



Phe Leu Lys Gin Arg Asn Arg Gin Val Ala Thr Ala Leu Pro Leu Glu 
210 215 220 



Lys Pro Leu Asn Leu Val He Met Ala Val Val He Phe Ser Val Leu 
225 230 235 240 



miE# 2003-3093739 
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Phe Thr Pro Tyr His Val Met Arg Asn Val Arg He Ala Ser Arg Leu 
245 250 255 



Gly Ser Trp Lys Gin Tyr Gin Cys Thr Gin Val Val He Asn Ser Phe 
260 265 270 

Tyr He Val Thr Arg Ala Leu Gly Phe Leu Asn Ser Val He Asn Pro 
275 280 285 

Val Phe Tyr Phe Leu Leu Gly Asp His Phe Arg Asp Met Leu Met Asn 
290 295 300 

Gin Leu Arg His Asn Phe Lys Ser Leu Thr Ser Phe Ser Arg Trp Ala 
305 310 315 320 



His Glu Leu Leu Leu Ser Phe Arg Glu Lys 
325 330 



<210> 3 

<211> 29 

<212> DNA 

<213> Artificial 
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<220> 

<223> Desctiption of Artificial Sequence: an artificially systhesized 

primer sequence 



<400> 3 

29 



ggtctagaat ggcatggaat gcaacttgc 



<210> 4 

<211> 32 

<212> DNA 

<213> Artificial 

<220> 

<223> Desctiption of Artificial Sequencelan artificially systhesized 

primer sequence 

<400> 4 

ggtctagatt atcacttttc tctgaatgaa ag 



<210> 5 

<211> 19 

<212> DNA 

<213> Homo sapiens 

<400> 5 

tcaggctgca tgttccttg 



mm^f 2003-3093739 



2002-298958 A ^-v : 



<210> 6 

<211> 19 

<212> DNA 

<213> Homo sapiens 

<400> 6 

I Q 

tcctctcagc ggggaagag 



<210> 7 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<400> 7 

gacgtgtccc atagtgtttc c 21 



<210> 8 

<211> 18 

<212> DNA 

<213> Homo sapiens 



<400> 8 

18 



tcctgctgcc gtggtgct 



<210> 9 



mtE# 2003-30937 
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<211> 27 
<212> DNA 
<213> Artificial 

<220> 

<223> Desctiption of Artificial Sequenced artificially systhesized 

primer sequence 



<400> 9 

27 

ggggtacctc aggctgcatg ttccttg 



<210> 10 

<211> 28 

<212> DNA 

<213> Artificial 

<220> 

<223> Desctiption of Artificial Sequenced artificially systhesized 

primer sequence 



<400> 10 

28 

ggaagatctt cctctcagcg gggaagag 



<210> 11 

<211> 29 

<212> DNA 

<213> Artificial 
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<220> 

<223> Desctiption of Artificial Sequenced artificially systhesized 

primer sequence 



<400> 11 

29 

ggggtaccga cgtgtcccat agtgtttcc 



<210> 12 

<211> 27 

<212> DNA 

<213> Artificial 

<220> 

<223> Desctiption of Artificial Sequenced artificially systhesized 

primer sequence 

<400> 12 

27 

ggaagatctt cctgctgccg tggtgct 

<210> 13 

<211> 1159 

<212> DNA 

<213> Homo sapiens 

<400> 13 

tcaggctgca tgttccttgg gtaatgagaa gtcacaatca ctattcatag atgtgtgggg 60 

mSE^F 2003-3093739 
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agtcactaaa aatatattat tcactgtcaa tcttagttta tatccagata caacagggta 120 

cactgctctt gtaatggaat cagacttctt attttaacaa gacaaaccaa atccaatcca 180 

catttgaaga ttataggttt taatataaga aaatgcactc atttctcaaa gaccctagtg 240 

aagctgtgtt taaatgctcc taggtgaacc ccctttgcat cccagtgttc ccaccctgac 300 

acccagagcc cctacctacc caacacagaa tcatttgctc tgatagaaca atggatccct 360 

ttttctggaa acattgatgg ccactcctcc cttgtccttg cctatataaa actcctacat 420 

atattaagag aaaactaagc aagagttttg gaaatctgcc ccaggagact gcatcctgag 480 

tcacacgcgt ctttgttctc tttcttgtcc caaaaccgtt acctcaagtg acaaatgatc 540 

aaatctcaaa tatagaattc agggttttac aggtaggcat cttgaggatt tcaaatggtt 600 

aaaagcaact cactcctttt ctactctttg gagagtttca agagcctata gcctctaaaa 660 

cgcaaatcat tgctaagggt tgggggggag aaaccttttc gaatttttta ggaattcctg 720 

ctgtttgcct cttcagctac ctacttccta aaaaggatgt atgtcagtgg acagaacagg 780 

gcaaacttat tcgaaaaaga aataagaaat aattgccagt gtgtttataa atgatatgaa 840 

tcaggagtgg tgcgaagagg atagggaaaa aaaaattcta tttggtgctg gaaatactgc 900 

tBIE#2 003-3093739 
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gctttttttt ttcctttttt tttttttctg tgagctggag tgtgccagct ttttcagacg 960 
gaggaatgct gagtgtcaag gggtcaggat caatccggtg tgagttgatg aggcaggaag 1020 
gtggggagga atgcgaggaa tgtccctgtt tgtgtaggac tccattcagc tcattggcga 1080 
gccgcggccg cccggagcgt ataaaagcct cgggccgccc gccccaaact cacacaacaa 1140 

1159 

ctcttccccg ctgagagga 



<210> 14 

<211> 355 

<212> DNA 

<213> Homo sapiens 

<400> 14 

gacgtgtccc atagtgtttc caaacttgga aagggcgggg gagggcggga ggatgcggag 60 

ggcggaggta tgcagacaac gagtcagagt ttccccttga aagcctcaaa agtgtccacg 120 

tcctcaaaaa gaatggaacc aatttaagaa gccagccccg tggccacgtc ccttccccca 180 

ttcgctccct cctctgcgcc cccgcaggct cctcccagct gtggctgccc gggcccccag 240 

ccccagccct cccattggtg gaggcccttt tggaggcacc ctagggccag ggaaactttt 300 

gccgtataaa tagggcagat ccgggcttta ttattttagc accacggcag cagga 355 

m«E# 2003-3093739 
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<210> 15 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 15 

Glu Tyr Asn Leu Val 
1 5 

<210> 16 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 16 

Asp Cys Gly Leu Phe 
1 5 

[0 0 2 8] 

[mi] 

HEK2933MKPCTGF-1UC, XttpC0LIA2-liicV#- * - ?7 7 * K**X Ufc t § 

& ■?> o 

[13 2] 

KpEF-BOS-Gqi&^pSRE-luc V * - 7° 7 7 X K *|SIB#^X b 
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^12 0 0 2-2 9 8 9 5 8 ^ ^-v! 45/E 
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[HI] 



14 




pcDNA3.1 FGK 0.1ms FGK 0.2ms FGK 0.5yg 
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- =. > ^^xraKawm *mi-t zzt^xz w*£te*m zxw-~y 
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#0 2002-298958 
50201538515 

%XMm±.J$ 0 0 9 4 

1 4^1 OB 1 5B 
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